We s t r d i e d h i l d r e n with crouo (C) o r uooer r e s~i r a t o r v i l lness (URI) alone due t o PV t o determine i f ' a b n o r m a i i t i e s bf immune regulation play a r o l e i n t h e pathogenesis of C. The presence of PV-specific IgE i n nasopharyngeal s e c r e t i o n s (NPS) was determined by an ELISA t e s t . Whole blood lymphocyte t r a n sformation (LTF) responses t o PV antigen were determined i n vitro, and histamine was added t o LTF assays i n o r d e r t o determine t h e degree of suppression of PV-specific LTF responses.
k p<0.01). The addition of histamine a t lom8 and 10-M t o LTF assays r e s u l t e d i n a 70% suppression of t h e LTF response a t each histamine concentration i n URI p a t i e n t s , but only i n a 36% and 40% suppression, r e s p e c t i v e l y , i n C p a t i e n t s (p<0.05). For t h e e n t i r e study group, t h e magnitude of histamine-induced suppression was i n v e r s e l y c o r r e l a t e d with t h e peak t i t e r of PVIgE produced (p<0.01). Reduced function of a suppressor c e l l r e g u l a t i n g both IgE production and lymphoproliferative responses t o PV antigen may underlie t h e pathogenesis of PV-induced croup, and l i n
k s t h i s disease t o b r o n c h i o l i t i s and t o a t o p i c d i s e a s e s t a t e s .
? 1027 THE ROLE OF INTERLEUKIN 2 IN THE NEONATE. Karl We1 t e , James B. Bussel, Margaret W. H i l g a r t n e r , and Roland Mertelsmann. N . Y . Hospital-Cornell Med. C t r . , New York City, Dept. of P e d i a t r i c s , and Memorial Sloan-Kettering Division of Hematopoiesis.
The development of the Interleukin 2 (IL2) system of s e c r e t i o n and response via p r o l i f e r a t i o n has n o t been well defined i n neon a t e s . We r e p o r t the r e s u l t s o f cord blood t e s t i n g of 1 3 term neonates i n v e s t i g a t i n g T c e l l p r o l i f e r a t i o n i n response to PHA and OKT3, IL2 production, and response t o exogenous highly purif i e d IL2. The t a b l e divides the p a t i e n t s i n t o 3 groups: PATIENTS . These depressed resDonses t o OKT3 c o r r e c t exuberantlv t o normal with exoqenous IL2 ahd the IL2 measured i n supernatants i s s i g n i f i c a n t l y iower in group 2 p a t i e n t s than i n group 1, suggesting t h a t IL2 receptors a r e p r e s e n t on the c e l l surface b u t IL2 i s not s e c r e t e d . This discrepancy has previously been seen only i n p a t i e n t s recovering from bone marrav t r a n s p l a n t a t i o n and may help explain development o f t h e immune system i n neonates and implies a possible t h e r a p e u t i c r o l e of IL2. Further s t u d i e s i n progress include c l i n i c a l comparison of groups 1 and 2 , i d e n t i f i c a t i o n of a n t i -OKT3 binding (OKT3 i s p a r t o f t h e antigen recognition complex) and the r o l e of macrophages/ILl.
VIRAL IMMUNE RESPONSES OF PROFOUNDLY DEAF STUDENTS
1028 AGED 19. Lowell L. Williams (Sponsored by Dwight A.
Powell ) Dept. P e d i a t r i c s . Ohio S t a t e Universitv College of Medicine. Columbus, Ohio. 43205 We compared t h e v i r a l -s p e c i f i c immunity o f 6 profoundly deaf s t u d e n t s born i n 1964 with congenital rubella(CR) with t h a t of 10 same-aged s t u d e n t s profoundly deaf from o t h e r causes(0D). No defects o t h e r than hearing l o s s and mild r e t i n i t i s were present. We measured GAM imunoglobulins(Ig),viral-specific antibodies(Ab) and i n v i t r o lymphocyte stimulation indices (SI) a g a i n s t 7 heatk i l l e d v i r u s e s , e t i o l o g i c a l l y 1 inked with deafness. The presence of prostaglandin-dependent lymphocyte suppression was determined by SI a f t e r indomethacin (IMC) addition. CR vs OD s t u d e n t s had lower mean r u b e l l a Ab t i t e r s (1:29+9 vs 1:52+29. p=0.05) and lower mean r u b e l l a SI ( 3 . 5 3 vs 2 2 . 9 5 i ; p < 0.00i). Rubella SI were not increased a f t e r IMC i n t h e CR group. SI a g a i n s t o t h e r viruses were comparable i n the CR and OD s t udents. In c o n t r a s t t o t h e CRs, 9 of 10 ODs had increased SI t o one o r more viruses a f t e r IMC,indicating suppressor a c t i v i t y . Normal l e v e l s of Ig were present i n a l l CRs but only 3 of 10 ODs.
The finding o f i m u n e tolerance a g a i n s t r u b e l l a virus i n t h e CR group i s a recognized event following i n t r a u t e r i n e exposure t o t h e v i r u s . We demonstrate i t s p e r s i s t e n c e f o r a t l e a s t 19 years. The finding of IMC-abrogated suppressor a c t i v i t y and a lt e r e d Ig i n these OD students suggests t h a t t h e i r deafness, i f v i r a l l y -a s s o c i a t e d , d i f f e r s i n timing, o r involves immunologic responses d i f f e r e n t from those following congenital rube1 1 a. Known r i s k f a c t o r s f o r e a r l y onset GBS s e p s i s include l a c k of s p e c i f i c antibody, density of maternal colonization and premat u r i t y . An a d d i t i o n a l proposed r i s k f a c t o r , i s decreased producti o n of microbicidal oxygen metabolites by phagocytes o f suscept i b l e newborns(NB1. However, GBS lack c a t a l a s e , produce and rel e a s e H20 , and thus should be r e a d i l y k i l l e d by phagocytes with a diminisied r e s p i r a t o r y b u r s t . Surprisingly, CSS LII were equally o r more r e s i s t a n t than Staph aureus (SA) t o reagent H202(60 min assay, n=5-7) : log cfulml a t none, ~o -~M , 5x10-3M, 1 0 -2~ H202 f o r GBS=7.1,7.3,5.4?3.1* and f o r SA=7.2,6.6,4.5*,4.4*-(*p < 0.001 v s none). Results with other s t r a i n s of GBS were s i m i l a r ; Group A s t r e p were more s u s c e p t i b l e . Neither GBS nor SA were k i l l e d i n 6 0 min by a xanthine oxidase-acetaldehyde -~e + + -EDTA system by a f l u x of 0.7 m o l e s OZ/ml/min; both were k i l l e d by 3.5 nmoles 02/ml/min. K i l l i n g of both was i n h i b i t e d by omission of ~e + + o r EDTA and by a d d i t i o n of mannitol, c a t a l a s e o r superoxide d i smutase, suggesting t h a t hydroxyl r a d i c a l (OH.) played a major r o l e i n microbicidal a c t i v i t y and was a c t i v e a t concentrations -J 2 loglO less than H 2 0 2 Although GBS lacked c a t a l a s e , GBS compared t o SA contained more glutathione(G) (68.2 vs 0.2 nmoles1mg)and G reductase ( 4 4 . 2~s 1.3 nmoles/mg/min); SOD and G peroxidase were comparable. G may p r o t e c t GBS from H202 and OH: Defective phagocyte production of oxygen r a d i c a l s , p a r t i c u l a r l y OH-a s reported by Ambruso (Ped 64:722,1979) The neonate (NB) i s s u s c e p t i b l e t o severe i n f e c t i o n with i nt r a c e l l u l a r pathogens such a s Toxoplasma gondii (T), r e s i s t a n c e t o which i s mediated by lymphokine (MAF) induced macrophage (M+) a c t i v a t i o n . W e have previously reported decreased production o f MAF by NB lymphocytes from cord and p e r i p h e r a l blood, decreased responsiveness of newborn M$ t o newborn but not t o a d u l t MAF, and t h a t MAF appears t o be y-interferon. Since y-interferon production i s IL2 dependent, w e assayed IL2 production by Con A stimul a t e d cord and a d u l t blood mononuclear c e l l s (MC). MC supernata n t s were assayed f o r IL2 by measuring 3~-thymidine incorporation by an IL2 dependent CTLL c e l l l i n e . Although lymphocyte transformation was comparable (Adult = 37822 + 5795, NB = 38418 + 2105 cpm, n = l l ) , NB lymphocytes produced more IL2 (Adult= 543 + 126, NB = 2414 + 631 u n i t s f m l , n = 11, p < 0.005). I n c o n t r a s t , NB sups did n o t i n h i b i t r e p l i c a t i o n of T i n M+ (T per vacuole a t 2011-c o n t r o l = 5 . 0 + .3, + NB sups = 4.2 + .3, NS) whereas a d u l t sups did (Tlvacuole = 2.9 + .2, p < 0.05, n = 3). Unstimulated cord and a d u l t MC d i d n o t r e l e a s e IL2 o r MAF. These r e s u l t s suggest a d i s a s s o c i a t i o n between IL2 production and r e l e a s e of MAF by cord lymphocytes, which may c o n t r i b u t e t o the N B ' s s u s c e p t i b i l i t y t o i n f e c t i o n s with i n t r a c e l l u l a r pathogens. A normal fetus is an allograft, yet is tolerated by maternal immunological mechanisms. We have used soluble inhibitory factor (SlF) t o study this phenomenon. SIF, a product of normal T lymphocytes and of the JEG-3 choriocarcinoma cell line, blocks proliferative and antibody-producing responses of mononuclear cells.
The villous surface of 5 normal human placentae was digested with collagenase t o free cells that were predominantly multinucleated giant cells. After 5 days of standard culture, we assayed cell-free conditioned culture medium (CdM) for SIP content by measuring suppression of t 3~] thymidine incorporation ([~HITD-I) into lymphocytes stimulated by low-dose phytohemagglutinin. Significant suppression (p<0.001) was noted: 25,84Ib3,007 cpm ( m e a n +~D ) was reduced t o 359+-272 cpm by full-strength CdM and t o 3,474+-1,949 cpm by half-strength CdM.
SIF can be characterized by a noncovalently linked subcomponent, lipid suppressor substance, which was isolated from SIF in CdM by extraction into organic solvents and by thin-layer chromatography. 
